Contacts with GCDCA from green monomer CD300lf contacts (number of nonbonded interactions beneath) P domain dimer contacts Hydrogen bond dimer contacts Salt bridge dimer contacts Contacts with GCDCA from cyan monomer Contacts with GCDCA from green monomer P domain dimer contacts Hydrogen bond dimer contacts Salt bridge dimer contacts Contacts with GCDCA from cyan monomer Figure S2 . Alignment of norovirus P domain isolates. The secondary structure for MNoV isolate MNV-1.CW3, corresponding to the CD300lf bound x-ray structure in Figure 1 , is given above the sequence alignment. The cyan stars mark contacts against CD300lf in the co-complex structure. Diamonds mark the P-domain monomer-monomer contacts at the dimer interface. Green filled diamonds indicate hydrogen bonding positions while red filled diamonds mark salt bridge positions across the dimer interface. The number of nonbonded interactions is given under each contact (diamond, circle, or star) as determined by HBPLUS using the default cutoff distance of 3.9 Å. The sequences were obtained form the National Center for Biotechnology Information (NCBI) using the following Genbank accession numbers: MNV1.CW3, ABJ98944.1; MNV1.CW1, was taken from NCBI reference sequence YP_720002.1; GV.15, ABU55622; Berlin, ABI95835; S7-PP3, BAH04377; GV.17, ABU55598; GV.20, ABU55619; GV.10, ABU55610; GV.1, ABU55586; CR6, AEY83583.1; CR10, ABU55613. HuGII from NCBI reference sequence YP_009237898. (Fig 6) . The lower middle panel shows no binding was observed upon injection of CD300lf into buffer alone (no P domain control). Although it was not possible to calculate a molar ratio (without P domain) the data was plotted to match other titrations for comparison. In the lower right panel, addition of 250 µM GCDCA to the calcium buffer gave a small but reproducible increase in CD300lf binding affinity, about 2 fold, yielding a K D 12.1 ± 0.17 µM value. These data indicate that divalent cation(s) are required for CD300lf binding. Binding parameters such as the number of binding sites (n), the binding constant (K, M -1 ), and the binding enthalpy (∆H, kcal/mol of bound ligand), were determined by fitting the experimental binding isotherms. (2) . The pink area shows the surface contributed by residues implicated in A6.2.1 binding by site directed mutagenesis studies (3) (4) (5) . On the left in yellow are the P domain contacts within 4.5 Å of CD300lf determined from the co-complex structure (Fig. 1) . The P domain surface is in green with metal ions in silver. . Fc-CD300lf binding to P domain purified from infected cell lysate. To capture virus and virus fragments, the P domain specific antibody A6.2.1 was immobilized on a CM5 chip using standard NHS-EDC chemistry. Then MNV1.CW3-infected cell lysate was passed over the A6.2.1 coated surface (in the last flow cell) and allowed to bind. For a negative control, mock-infected cell lysate was passed over the A6.2.1 coated surface (middle flow cell). For a reference, the Chikungunya virus specific antibody CHKV-265 was immobilized onto the chip and used to capture purified Chikungunya virus-like particles (VLPs, first flow cell). (A) When Fc-CD300lf was passed over all three prepared surfaces, very little binding occurred on the Chikungunya or the mock lysate coated surfaces but good binding was recorded in the last flow cell containing the CW3 virus lysate coated surface. The Chikungunya VLP reference signal was subtracted from all three curves. Arrows mark the start and stop of the Fc-CD300lf injection. (B) To check for specificity, the experiment was repeated but this time the antibody A6.2.1 was used to cover any P domain protein before the Fc-CD300lf was passed over the chip. A6.2.1 did not bind the Chikungunya VLP or mock lysate coated surface, although it did bind strongly to the CW3 lysate coated surface. Further, pretreatment with A6.2.1 significantly reduced binding of Fc-CD300lf to the CW3 lysate, demonstrating that the Fc-CD300lf binding signal is specific for the P domain. b Rfree = free R factor based on random 5% of all data.
Diffraction source was ALS BL4.2.2 using detector RDI CMOS_8M. Data processing, scaling statistics, and refinement statistics are described in the Experimental Procedures. a Values in parentheses refer to the highest resolution shell. b Rfree = free R factor based on random 5% of all data.
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